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CLI NDAMYClI N PHOSPHATE | NJECTI ON USP

WARNI NG
d i ndanyci n therapy has been associated with severe colitis which may
end fatally. Therefore, it should be reserved for serious infections
where |l ess toxic anti mcrobial agents are inappropriate, as
descri bed in the | NDI CATI ONS AND USACE section. It should not be used
in patients with nonbacterial infections, such as nost
upper respiratory tract infections. Studies indicate a toxin(s)
produced by Clostridia is one primary cause of antibiotic-associ ated
colitis. Chol estyram ne and col esti pol resins have been shown to bi nd
the toxin in vitro. See WARNINGS section. The colitis is usually
characterized by severe, persistent diarrhea and severe abdom na
cranps and nay be associated with the passage of bl ood and nucus.
Endoscopi ¢ exam nati on may reveal pseudonenbranous colitis. Stool
culture for Cdostridiumdifficile and stool assay for C difficile
toxin may be hel pful diagnostically.

When significant diarrhea occurs, the drug shoul d be discontinued or,
if necessary, continued only with cl ose observation of the patient.
Large bowel endoscopy has been recommended.

Antiperistaltic agents such as opiates and di phenoxyl ate wi th atropi ne
may prol ong and/or worsen the condition. Vanconycin has been found to

be effective in the treatnment of antibiotic-associated

pseudonenbr anous colitis produced by Clostridiumdifficile. The usua
adult dosage is 500 mlligrans to 2 grans of vanconycin orally per day
inthree to four divided doses admnistered for 7 to 10 days.

Chol estyram ne or col estipol resins bind vanconycin invitro. If both
a resin and vanconycin are to be admnistered concurrently, it may be
advi sable to separate the time of admnistrati on of each

dr ug.

D arrhea, colitis, and pseudonenbranous colitis have been observed to
begin up to several weeks follow ng cessation of therapy with
cl i ndanyci n.

DESCRI PTI ON

d i ndanyci n phosphate injection is a sterile, nonpyrogenic solution
for intranmuscul ar or intravenous use whi ch contains clindanycin
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phosphate, a water sol uble ester of clindanycin and phosphoric acid.

dindanycin is a semsynthetic antibiotic produced by a
7(S)-chloro-substitution of the 7(R)-hydroxyl group of the parent
conpound | i nconyci n.

The chem cal nane of clindanycin phosphate is nethyl 7-chloro-6,7, 8-
trideoxy-6-(1-nethyl- trans-4-propyl-L-2-pyrrolidi necarboxam do) - 1-
t hi o-L- t hreo- o- D- gal act o- oct opyr anosi de 2- (di hydr ogen phosphat e) .

The nol ecular formula is C gH,d N,Q,PS and the nol ecul ar weight is
504. 96.

The structural formula is represented bel ow

Each nL contains the equival ent of 150 ng clindanycin,..
[ Note: Include information as required by 21 CFR 201. 100 (b)(5)(iii)]

CLI Nl CAL PHARVACOLOGY

Bi ol ogically inactive clindanycin phosphate is rapidly converted to
active clindanycin.

By the end of short-termintravenous infusion, peak serumlevels of
active clindanycin are reached. Biologically inactive clindanycin
phosphat e di sappears rapidly fromthe serum the average di sappearance
half-l1ife is 6 mnutes; however, the serum di sappearance half-1ife of
active clindanycin is about 3 hours in adults and 2% hours in

children

After intramuscul ar injection of clindanycin phosphate, peak |evels of
active clindanycin are reached within 3 hours in adults and 1 hour in
children. Serumlevel curves may be constructed fromlV peak serum
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levels as given in Table 1 by application of di sappearance half-1|ives
|i sted above.

Serum | evel s of clindanycin can be nmai ntai ned above the invitro
m ni nruminhi bitory concentrations for nost indicated organi sns by
adm ni stration of clindanycin phosphate every 8 to 12 hours in adults
and every 6 to 8 hours in children, or by continuous intravenous
infusion. An equilibriumstate is reached by the third dose.

The di sappearance half-life of clindanycin is increased slightly in
patients with narkedly reduced renal or hepatic function. Henodi al ysis
and peritoneal dialysis are not effective in renoving clindanycin from
the serum Dosage schedul es need not be nodified in the presence of
mld or noderate renal or hepatic di sease.

No significant |levels of clindanycin are attained in the cerebrospinal
fluid, even in the presence of inflamed neninges.

Serum assays for active clindanycin require an inhibitor to prevent in
vitro hydrolysis of clindanycin phosphate.

Tabl e 1. Average Peak Serum Concentrations After
Dosing with dindamycin Phosphate

d i ndanyci n
d i ndanyci n Phosphat e
Dosage Regi nmen ncg/ e ncg/ ni
Heal thy Adult Mal es (Post equilibriumn
300 ng IVin 10 mn @8h 7 15
600 ng IVin 20 mn q8h 10 23
900 ng IVin 30 mn ql2h 11 29
1200 mg IVin 45 mn ql2h 14 49
300 nmg | M g8h 6 3
600 ng I M gl2h* 9 3
Children (first dose)*
5-7 mg/kg IVin 1 hr 10
3-5 my/ kg I M 4
5-7 nmg/ kg I M 8

*Data in this group frompatients being treated for infection.

M cr obi ol ogy: A though clindanycin phosphate is inactive invitro,
rapid in vivo hydrolysis converts this conpound to the anti bacterially
active clindanycin.
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d i ndanyci n has been shown to have invitro
activity against isolates of the follow ng organi sns:

Aer obi ¢ gram positive cocci, including:
St aphyl ococcus aur eus (penicillinase and
St aphyl ococcus epiderm di s non- peni ci | I i nase produci ng

strains). Wien tested by in vitro
met hods, sone staphyl ococca
strains originally resistant to
erythronycin rapidly devel op
resi stance to clindanycin.
Streptococci (except Enterococcus faecalis)
Pneunococci
Anaer obi ¢ gram negative bacilli , including:
Bact er oi des species (including Bacteroides fragilis group and
Bact er oi des nel ani nogeni cus group)
Fusobact eri um speci es
Anaer obi ¢ gram positive nonsporeformng bacilli , including:
Pr opi oni bact eri um
Eubact eri um
Act i nonyces species
Anaer obi ¢ and m croaerophilic gram positive cocci , including:
Pept ococcus speci es
Pept ost r ept ococcus speci es
M croaerophi |l i c streptococci
Clostridia: Qostridia are nore resistant than nost anaerobes to
clindanycin. Mbst dostridium perfringens are susceptible, but
ot her species, e.g., dostridiumsporogenes and C ostridi um
tertiumare frequently resistant to clindanycin. Susceptibility
testing shoul d be done.

Oross resi stance has been denonstrated between clindanycin and
[ i nconyci n.

Ant agoni sm has been denonstrated between clindanycin and erythronycin

In vitro Susceptibility Testing:
D sk diffusion technique--Quantitative nmethods that require

4
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nmeasur enent of zone dianeters give the nost precise estimates of
anti biotic susceptibility. One such procedure ! has been recommended
for use wth disks to test susceptibility to clindanycin.

Reports froma | aboratory using the standardi zed si ngl e-di sk
susceptibility test * with a 2 ntg clindanycin disk shoul d be
interpreted according to the followng criteria:

Suscepti bl e organi sns produce zones of 17 mmor greater
indicating that the tested organismis likely to respond to
t her apy.

O ganisns of internedi ate susceptibility produce zones of 15 to
16 mm indicating that the tested organi smwoul d be susceptible
if a high dosage is used or if the infection is confined to
tissues and fluids (e.g., urine), in which high antibiotic levels
are attained.

Resi stant organi sns produce zones of 14 mmor less, indicating
that other therapy shoul d be sel ected.

St andar di zed procedures require the use of control organisnms. The
2 ntg clindanycin di sk should give a zone di aneter between 24 and
30 mmfor S. aureus ATCC 25923.

Dlution techniques - A bacterial isolate may be consi dered
susceptible if the mninmuminhibitory concentration (MQ for
clindanycin is not nore than 1.6 ntg/nL. O gani sns are consi dered
noderately susceptible if the MCis greater than 1.6 ntg/nL and
| ess than or equal to 4.8 ntg/nL. O gani sns are consi dered
resistant if the MCis greater than 4.8 ntg per ni.

The range of MC s for the control strains are as follows:
S. aureus ATCC 29213, 0.06 to 0.25 ntg/niL.
E. faecalis ATCC 29212, 4.0 to 16 ntg/ ni.

For anaerobic bacteria the mninuminhibitory concentration (MC of
clindanycin can be determned by agar dilution and broth dilution
(including mcrodilution) techniques. 2 1f MGCs are not determned
routinely, the disk broth nmethod is recommended for routine use. THE
Kl RBY- BAUER DI SK DI FFUSI ON METHCD AND | TS | NTERPRETI VE STANDARDS ARE
NOT RECOMMENDED FOR ANAERCBES.
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| NDI CATI ONS AND USAGE

d i ndanyci n phosphate injection is indicated in the treatnent of
serious infections caused by susceptibl e anaerobic bacteri a.

d i ndanyci n phosphate injection is also indicated in the treatnent of
serious infections due to susceptible strains of streptococci,

pneunococci, and staphyl ococci. Its use should be reserved for
penicillin-allergic patients or other patients for whom in the
judgnent of the physician, a penicillin is inappropriate. Because of

the risk of antibiotic-associ ated pseudonmenbranous colitis, as
descri bed in the WARNI NG box, before selecting clindanycin the
physi ci an shoul d consider the nature of the infection and the
suitability of less toxic alternatives (e.g., erythronycin).

Bact eri ol ogi ¢ studies should be perforned to determ ne the causative
organi sns and their susceptibility to clindanycin

| ndi cat ed surgical procedures should be perforned in conjunction with
anti bi otic therapy.

d i ndanyci n phosphate injection is indicated in the treatnent of
serious infections caused by susceptible strains of the designated
organisns in the conditions |isted bel ow

Lower respiratory tract infections including pneunonia, enpyena, and
| ung abscess caused by anaer obes, St rept ococcus pneunoni ae, ot her
streptococci (except E. faecalis), and Staphyl ococcus aureus.

Skin and skin structure infections caused by St rept ococcus pyogenes,
St aphyl ococcus aureus, and anaer obes.

Gynecol ogi cal infections including endonetritis, nongonococcal
t ubo-ovari an abscess, pelvic cellulitis, and postsurgical vagi nal cuff
i nfection caused by suscepti bl e anaer obes.

| ntra-abdomnal infections including peritonitis and intra-abdom na
abscess caused by suscepti bl e anaerobi ¢ organi sns.

Septicem a caused by Staphyl ococcus aureus, streptococci (except
Ent erococcus faecalis), and suscepti bl e anaer obes.

Bone and joint infections including acute hemat ogenous osteonyelitis
caused by Staphyl ococcus aureus and as adjunctive therapy in the

6
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surgical treatnment of chronic bone and joint infections due to
suscepti bl e organi sns.

CONTRAI NDI CATI ONS

This drug is contraindicated in individuals with a history of
hypersensitivity to preparati ons containing clindanycin or |inconycin.

WARNI NGS

See WARNI NG box. Studies indicate a toxin(s) produced by dostridiais
one primary cause of antibiotic-associated colitis. 37 Chol estyram ne
and col esti pol resins have been shown to bind the toxin invitro. Mld
cases of colitis may respond to drug di scontinuance al one. Mderate to
severe cases shoul d be nmanaged pronptly with fluid, electrolyte and
protei n suppl enmentation as indicated. Vanconycin has been found to be
effective in the treatnent of antibiotic-associ ated pseudonenbranous
colitis produced by dostridiumdifficile. The usual adult dosage is
500 mlligrans to 2 grans of vanconycin orally per day in three to

four divided doses admnistered for 7 to 10 days. Chol estyram ne or

col esti pol resins bind vanconycin invitro. If both a resin and
vanconycin are to be admnistered concurrently, it nmay be advisable to
separate the tinme of admnistration of each drug. System c corticoids
and corticoid retention enenas nmay help relieve the colitis. Qher
causes of colitis should al so be consi dered.

A careful inquiry should be nmade concerning previous sensitivities to
drugs and ot her all ergens.

Thi s product contains benzyl alcohol as a preservative. Benzyl al cohol
has been associated with a fatal "Gasping Syndrone" in premature
infants. (See PRECAUTI ONS--Pediatric Use).

Usage in Meningitis: Since clindanycin does not diffuse adequately
into the cerebrospinal fluid, the drug should not be used in the
treatment of meningitis.

SERI QUS ANAPHYLACTA D REACTI ONS REQUI RE | MMEDI ATE EMERGENCY TREATMENT

WTH EPI NEPHR NE. OXYGEN AND | NTRAVENCQUS CORTI COSTERA DS SHOULD ALSO
BE ADM N STERED AS | NDI CATED

PRECAUTI ONS
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CGener al

Revi ew of experience to date suggests that a subgroup of ol der
patients with associ ated severe illness may tolerate diarrhea | ess

well. Wien clindanycin is indicated in these patients, they shoul d be
carefully nonitored for change in bowel frequency.

d i ndanyci n phosphate shoul d be prescribed with caution in individuals
with a history of gastrointestinal disease, particularly colitis.

d i ndanyci n phosphate shoul d be prescribed with caution in atopic
i ndi vi dual s.

Certain infections may require incision and drai nage or other
i ndicated surgical procedures in addition to antibiotic therapy.

The use of clindanycin may result in overgrowth of nonsusceptible
organisns - particularly yeasts. Shoul d superinfections occur,
appropriate measures shoul d be taken as indicated by the clinical
situati on.

d i ndanyci n phosphate injection should not be admni stered
intravenously undiluted as a bolus, but should be infused over at

least 10 to 60 mnutes as directed in the DOSAGE AND ADM N STRATI ON
secti on.

Patients with very severe renal disease and/or very severe hepatic

di sease acconpani ed by severe netabolic aberrations shoul d be dosed
with caution, and serum clindanycin | evels nonitored during high-dose
t her apy (see OVERDCSBACE).

Laboratory Tests
During prolonged therapy periodic |iver and ki dney function tests and
bl ood counts shoul d be perforned.

Drug Interactions

d i ndanyci n has been shown to have neuronuscul ar bl ocki ng properties
that nmay enhance the action of other neuronuscul ar bl ocki ng agents.
Therefore, it should be used with caution in patients receiving such
agent s.

Ant agoni sm has been denonstrated between clindanycin and erythronycin
in vitro. Because of possible clinical significance, the two drugs
shoul d not be adm ni stered concurrently.



d i ndanyci n Phosphat e Label i ng Qui dance
| nj ecti on USP Revi sed May, 1992

Pr egnancy
Safety for use in pregnancy has not been establi shed.

Nur si ng Mot hers

d i ndanyci n has been reported to appear in breast mlk in the range of
0.7 to 3.8 ntg/nL at dosages of 150 ng orally to 600 ng intravenously.
Because of the potential for adverse reactions due to clindanycin in
neonates (see Pediatric Use), the decision to discontinue the drug
shoul d be made, taking into account the inportance of the drug to the
not her.

Pedi atric Use

When cl i ndanyci n phosphate injection is adm ni stered to newborns,
infants, and children, appropriate nonitoring of organ system
functions is desirable.

Usage in Newborns and Infants

The product contains benzyl alcohol as a preservative. Benzyl al cohol
has been associated with a fatal "Gasping Syndrone" in prenature

i nfants.

ADVERSE REACTI ONS

The follow ng reactions have been reported with the use of
cl i ndanyci n.

Gastrointestinal : Antibiotic-associated colitis (see WARNI NG,

abdom nal pain, nausea and vomting. An unpleasant or netallic taste
occasionally has been reported after intravenous admnistration of the
hi gher doses of clindanyci n phosphate.

Hypersensitivity Reactions: Mcul opapul ar rash and urticaria have been
observed during drug therapy. Generalized mld to noderate
nmorbilliformlike skin rashes are the nost frequently reported of al
adverse reactions. Rare instances of erythema multiforne, sone
resenbl i ng Stevens-Johnson syndrone, have been associated with
clindanycin. A few cases of anaphyl actoi d reactions have been

reported. If a hypersensitivity reaction occurs, the drug shoul d be

di scontinued. The usual agents (epi nephrine, corticosteroids,

anti hi stam nes) should be available for treatnment of serious

reactions.

Li ver: Jaundice and abnornalities in |liver function tests have been
observed during clindanycin therapy.
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Renal : Al though no direct relationship of clindanycin to renal danage
has been established, renal dysfunction as evidenced by azotem a,
oliguria, and/or proteinuria has been observed in rare instances.

Hemat opoi eti c: Transi ent neutropeni a (| eukopenia) and eosi nophilia
have been reported. Reports of agranul ocytosis and thronbocytopeni a
have been nmade. No direct etiologic relationship to concurrent
clindanycin therapy coul d be nmade in any of the foregoing.

Local Reactions: Pain, induration and sterile abscess have been
reported after intranuscular injection and thronbophlebitis after

i ntravenous infusion. Reactions can be mnimzed or avoi ded by giving
deep intramuscul ar injections and avoi di ng prol onged use of indwelling
i ntravenous cat heters.

Muscul oskel etal : Rare instances of polyarthritis have been reported.

Car di ovascul ar: Rare instances of cardiopul nonary arrest and
hypot ensi on have been reported follow ng too rapid intravenous
adm ni stration. (See DOSAGE AND ADM NI STRATI ON secti on)

OVERDGSAGE

Henodi al ysis and peritoneal dialysis are not effective in renoving
clindanycin fromthe serum

DCSAGE AND ADM NI STRATI ON

If diarrhea occurs during therapy, this antibiotic should be
di sconti nued. (See WARN NG box)

Adults: Parenteral (IMor IV Admnistration): Serious infections due
to aerobic grampositive cocci and the nore suscepti bl e anaerobes (NOT
generally including Bacteroides fragilis, Peptococcus species and
Cl ostridium species other than Costridiumperfringens):

600- 1200 ng/day in 2, 3 or 4 equal doses.

More severe infections, particularly those due to proven or suspected
Bacteroides fragilis, Peptococcus species, or Costridium species
other than d ostridiumperfringens:

1200- 2700 ng/day in 2, 3 or 4 equal doses.

10
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For nore serious infections, these doses nmay have to be increased. In
life-threatening situations due to either aerobes or anaerobes these

doses nmay be increased. Doses of as nmuch as 4800 ng daily have been

given intravenously to adults. See Dilution and Infusion Rates section
bel ow.

Single intranuscul ar injections of greater than 600 ng are not
r ecommended.

Alternatively, drug may be admnistered in the formof a single rapid
infusion of the first dose followed by continuous IV infusion as
fol | ows:

To maintain serum Rapi d Mai nt enance
clindanycin | evels infusion rate infusion rate
Above 4 ntg/ nL 10 ng/mn for 30 mn 0.75 ng/ mn
Above 5 ntg/ nL 15 ng/mn for 30 mn 1.00 ng/ mn
Above 6 ntg/ nL 20 ng/mn for 30 mn 1.25 ng/mn

Neonates (less than 1 nonth): 15 to 20 ng/kg/day in 3 to 4 equal
doses. The | ower dosage nmay be adequate for small prematures.

Children (over 1 nonth of age): Parenteral (IMor V) admnistration:
20 to 40 ng/kg/day in 3 or 4 equal doses. The hi gher doses woul d be
used for nore severe infections. As an alternative to dosing on a body
wei ght basis, children may be dosed on the basis of square neters body
surface: 350 ng/m 2/ day for serious infections and 450 ng/m ?/day for
nore severe infections.

Parenteral therapy may be changed to clindanycin palmtate
hydrochl oride for oral solution or clindanycin hydrochl oride capsul es
when the condition warrants and at the discretion of the physician.

I n cases of B-henolytic streptococcal infections, treatnent should be
continued for at |east 10 days.

Dilution and Infusion Rates: dindanycin phosphate nust be dil uted
prior to IV admnistration. The concentration of clindanycin in

di luent for infusion should not exceed 18 ng per nlL. Infusion rates
shoul d not exceed 30 ng per mnute. The usual infusion dilutions and
rates are as foll ows:

11
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Dose Di | uent Ti me
300 ny 50 nL 10 mn
600 ny 50 nL 20 mn
900 ny 50 - 100 nL 30 mn
1200 ny 100 nL 40 mn

Admni stration of nore than 1200 ng in a single 1 hour infusion is not
r ecomrended.

Parenteral drug products should be inspected visually for particul ate
matter and discoloration prior to admnistration, whenever solution
and contai ner permt.

Dilution and Conpatibility: Physical and biological conpatibility
studies nonitored for 24 hours at roomtenperature have denonstrat ed
no inactivation or inconpatibility with the use of clindanycin
phosphate injection in IV solutions containing sodi umchl ori de,

gl ucose, calciumor potassium and solutions containing vitamn B
conplex in concentrations usually used clinically. No inconpatibility
has been denonstrated with the antibi otics cephal ot hin, kananyci n,
gentamcin, penicillin or carbenicillin.

The followi ng drugs are physically inconpatible with clindanycin
phosphate: anpicillin sodi um phenytoin sodi um barbiturates,
am nophyl | i ne, cal ci um gl uconate, and magnesi um sul f at e.

The conpatibility and duration of stability of drug adm xtures w ||
vary dependi ng on concentration and ot her conditions.

Physi co-Chem cal Stability of Diluted Sol utions of dindamycin:
Roomtenperature: 6, 9 and 12 ng/nL (equi val ent to clindanycin base)

in dextrose injection 5% sodiumchloride injection 0.9% or Lactated
Ringer's Injection in glass bottles or mni bags, denonstrated physical
and chemcal stability for at |east 16 days at 25 °C. Also, 18 ny/niL
(equival ent to clindanycin base) in dextrose injection 5% in

m ni bags, denonstrated physical and chemcal stability for at |east 16
days at 25 °C

Refrigeration: 6, 9 and 12 ng/nL (equivalent to clindanycin base) in
dextrose injection 5% sodiumchloride injection 0.9% or Lactated
Ringer's Injection in glass bottles or mni bags, denonstrated physi cal
and chemcal stability for at |east 32 days at 4 °C.

12
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| MPORTANT: This chemcal stability information in no way indicates
that it would be acceptable practice to use this product well after
the preparation tine. Good professional practice suggests that
conpounded adm xtures shoul d be adm ni stered as soon after preparation
as is feasible.

Frozen: 6,9 and 12 ng/nL (equivalent to clindanycin base) in dextrose
injection 5% sodiumchloride injection 0.9% or Lactated R nger's

I njection in mnibags denonstrated physical and chemcal stability for
at |east eight weeks at -10 °C

Frozen sol uti ons should be thawed at roomtenperature and not
refrozen.

HOW SUPPLI ED

- Est abl i shed name

-Strength

- Packagi ng

- Dosage form

- Speci al handling and storage recomendati ons
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